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27725,

4. BEFFy T TNATIFAR—Va 21725,

5. BfsFFyrElEE. RAL. XXX T5,

6. B EEECESTFTRREHEETFHORBE Y — 1 LOMAEEZRFTD
() RFEEICBV T, REEPEVBEMLT (normalized data 25 1 LAE) iE5R,
ZHRBRIEVEIGF (normalized data 23 1 R IXFTHRREND),

7. BREIEVIEREIE EENREAOTRERE L HETT D,

BESREYICIEE IS % BE 2 M Lz b 0 2 RBME L L THVWESSITE,
Ba DBEC L 5EEBEEE b RB L EREESDROFRSFERE 25,
ARATHE, ERLEZX SRR M FTEF 7 - BHRERIOTERHROF
HHEEZFB LT, BEOWI (B SEROLHESEEERIDILAINT
TEFFT—EHEHBERADRY ) —=r FHERREBET IR TED, MRERD
EEERORBMBE AV, £, TOPRERRLIETILA P TTES
S —PHEHCREL, EROFEZE > TEOREFEHROFEELAIDL
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&Y, Ex ORESOEFEORMSERELZHE T LB TE S,
£y

LT, AZRAZEHEAC TEANESHMCHBAT A2, ARAITHh oM
BRRE &I B b D TIXRWY,
EHapl 1
b8 A B MR L OMEE% A RO M

(1) ZEHARN

FK2 2 8 # MERSY . Wi (10%HC0-60/saline) &M%, BEEE M TERHF
T5, BHERYE A7) ZXeME, RRICHEL->T24meg, //mL &5 X
% Cremophor EL/ethanol (1:1)IRICHSAR L., WKRE Lz, Ak, 9fFEOEHR
BEAREFMLITHEIRL2. 4meg./mL (FEHERLS : 5%Cremophor
EL-5%ethanol-90%saline) & L7z,

(2) ZRSW

EH OHEBRRICIX, BAF ¥ —/LR Y 8—X Y BALB/cANDNCr j—nu/nu < %7
Z (M. 6 EHBAL. —HEMULOBILFEBEO®R, ERICHWE, vV A
IS PFBRETHE L., k&L B RITERSE,

(3) ZBREF

t MEEBIEEEEME 1% (ACHN : ATCC XY AF), b MERASLIE
WAk 1% (PC—3 : ATCCXYAF) 22~3X10"AX—F<URK
TICHHE L., B0 L7 BRIES % 3 AL, B %, ERITR W,

(4) EBRBHER X U#ST

R K 2 TR L B . 103 mmA OESERT & LT A0
AEBMETCBE L, [EEBHEE. BEEHE (1,2 XREXERE®) $10
0~300mmikRELEEAT, 1HZ6EI, BEOIXLOXINREIRD &L
5 BRI L, '

(5) BE

BEERSIFSA (Day0) KHALE, FK2 2 SRERIT4 BEK 3H
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(¢ 4dX3), FK2 2 8 kA E L (3. 28BLX1. 8mg. kg),
BRI E S Y ¥ RN BRESRICIXS ARERE (¢ dX5) TRZUFHE
NEBIRNERE L (24meg 'k g)o SIRBCIX, B (10%HCO—-60
/saline) ORZ®ELE (¢ 4dX3), FREREIFXO0. 1mL/10
gREXREACHEBLEGEZ D LICEN LR, 2B, FK228MD3. 2mg
Jkg/day (q4dX3) BXUz7 UV F%xEerD24meg kg /day
(qa dX5) XZENZNOMTDETH D,

(8) EEYA XBICHKREDOHE

BEEYA X (BR, 88) BXUWEE2Day 00 XVE2ERELE,

(7) BUEEZHROFL

B D HITHRR L |3 g 5E=E (Relative Tumor Volume) & X ¥ 5/l L7z, 3HE
W=, Day OB 3EEAMEE 1 & Ll &n, ThUROBEREEEO
MxIHBIE TR L,

RPN 1ICRYT, FK2281X3. 2mg / k g DEEETP C— 3 ITHRVH
EEERERLE (K1 (a)) A, ACHN (K1 (b)) XL THEREER
BIRERD T,

FEHE] 2
&Y A BEMIEER X OYba% A IRFUEES OFHf

B8 - FIE)

(1) =S
EEl kAW A (FK228)

®REE:3. 2mg kg

BEAE: 10mL kg

Wit 1 0% HC0-60/saline ¥AHE

AT - iR (FRPRASBY
BN, b FRISIBYEP C— 3 (A SmmX3mmX3mm/vUX B
WIAL s.c.) |
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v FEES C— 6 MABAZRBMPRIEFT LV AF(EESF 3
mmX 3mmX 3mm,/ <R BHEEM s.c.)

v MEBBACHN (BEA SmmX3mmX3mm/vVRX B
REERAL  s.c.)

b FNEEEA498 ; ATCCLAYVAF (BEA 3mmX3mmX
3mm/ <~V R BHEEML s.c.)
HEREN  EEME BALB ¢/ nu/nu
(2) FIELHER
EHB) ISR LEFEICLY X— Fe Y 2O TR 3mmADEEH (t Ml
MBBPC—3, EFEESC—6, b MNBEEBACHNKLIUE NEBIREA 4
98) 2BMEL., EEAMEABLF100~300mm® (RBE9mm, H&ES8
mm) IHRo7cETK228 3. 2mg ./ k g 2B RAKEE LIBEOHE
BETERRIRIZEN TR0 8%, 84%. 20%BLU29%Thole, DR
BEhb, PC—3BXUS C—6&ibAMm ARZMEEE, ACHNBITA49
8 LAWY AERTHEER L Ui,
sl 3
BETFF v I X DAY A REZHIEE R b N baW AIEREERIC I 58
BFRBRR OB
EiE 2 CEFORBE M D B WIKERESER SN ERCR T 2 RaTFRER
A&
(1) =B
EEHIE b MEZEEP C— 3 (BHEA 3mmX3mmX3mm/vVA B
WERL s.c.)

t FEES C— 6 MABEAZERBMPRFRFTL VAT ERA 3
mmX 3mmX 3mm, <V RX BHEHML s.c)

t FREEACHN (BEHF 3SmmX3mmX3mm/vUVRX %
WERAL s.c.)
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v MEEEA498 ; ATCCLYAF (BESF 3mmX3mmX
Smm/~<w VA BHEIML s.c)
HEREBMY  fEdE BALB ¢/ nu/nu
RNAHH RNeasy Mini Kit (50) (Qiagen)
RNase, DNase free water (Life Technologies)
DNAZAHF: Superscript Choice System (Life Technologies)
TEFUAL D (B RIP—V)
T7-(dT) 24 Primer (Amersham Pharmacia)
¢ RNAZAEE BioArray RNA Transcript Labeling Kit (Amersham Pharmacia)
c RNAWH{L Trizma Base (SIGMA)
JKEEER (SIGMA)
B~ 7 %7 A (SIGHA)
Eee A1 U 7 A (SIGMA)

NATYFAE—a s EBukaryotic Hybridization Control Kit (Amersham

Pharmacia)

0.5M EDTA solution (SIGMA)

MES Sodium Salt (SIGMA)

MES Free Acid Monohydrate (SIGMA)

Herring Sperm DNA (Promega)

Acetylated Bovine Serum Albumin Soln. (Life
Technologies)

f# 8 chip HuGene FL. 74  (Amersham Pharmacia)

(2) #EREFAE L RN AfhH

R— R I ZAOE T3 mmAOEREA (& MIREPC—3, E FEES
C—6. £ FEIRBACHNB IOV MNBIEEA498) &BM L, EEER
BEZ100~300mm® (BE9mm, FESmm) KR-EHATHEREZ
#H L. RNeasy Mini Kit (50) (Qiagen) D7w haLiZfto TERNAZHHL
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7co RNAZEERL, EXRKEITHRER L,
(3) cRNADARK
GeneChip~==a 7NV DO 2E~H 4 F RNeasy Mini Kit X JL U RNA Transcript
Labeling Kit ®==a 7 VIZHEV, RNADFEHE, cDNADEKR, cRNAD
AR c RNADOKRIEEITo 7,
(4) AT VEALE—Vayr, Big—RE, AFxyr=r7
NATYVEAL B~V 3y, ig—Rta, A% ¥ =27 GeneChip v =2 7L
DESEBE~FTEIE->TToT,
(5) f#bT
GeneSpring (w4 707 VA7 —FfYTY 7 b : Silicon Genetics #8) %/
W TR 21T o 7,
TR RIFIZLA T OED T 5,
fRAT St
* Raw data B2 L b4 ODERHROS L1 >OEETLI OO ETH B,
- LB A RBRZWEER. i EY A BHEEER O nornalized data Dz
B2REUNTH D,
(LAY A BREIEE & LA A EFEIER D normalized data D2 2 fELIE
Thd,
R, LAY ARSZHBEEOFMLEY AEFREERE L Y 2 B EREBF Y
BEFEZ27HE E1)., LAY ABREEEOFMEAY A BSZHERE LY 245
UERERBVERTE4 98 (F2~3) B,
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#1 b A BRSZHIEE (Sensitive Tumor) THRENLE (S A EHBEE
(Resistant Tumor) TRELI(EWVEBI=F

Gene Accession No. [Description

1 [L11005_at aldehyde oxidase 1

2 [X12517_at small nuclear ribonucleoprotein polypeptide C

3 |U43944_at malic enzyme 1, soluble

4 |U52100_at epithelial membrane protein 2

5 065579_ét NADH dehydrogenase (ubiquinone) Fe~S protein 8 (23kD)
(NADH-coenzyme Q reductase)

6 [X06272_at signal recognition particle receptor ( docking protein’)

7 |D42047_at The ha3662 gene product is related to mouse glycerophosphate
dehydrogenase.

8 |D90086_at pyruvate dehydrogenase (lipoamide) beta

9 |U61734_s_at

10 |J03798_at small nuclear riboprotein Sm-D

‘ 11 |X05299_at centromere protein B (B0kD)
12 |L34155_at laminin, alpha 3 (nicein (150kD), kalinin (165kD), BM6OO (150kD),
~ {epilegrin) ‘ -

13{U60521 _at caspase 9, apoptosis-related cysteine protease

14 [Y10807_s_at " |[MMT1 (hnRNP methyltransferase, S. cerevisiae)-like 2

15 |U44754_at small nuclear RNA activating complex, polypeptide 1, 43kD

16 |U78107_at N~ethylmaleimide-sensitive factor attachment protein, gamma

17 |U60644_at similar to Vaccinia virus HindIII K4L ORF, and to Vaccinia virus
p37 (HindIII F13L ORF} '

18 |U32986_s_at damage-specific DNA binding protein 1 (127kD)

19 [p59253_at RNA-binding protein that has two RNP consensus motifs

20 [U41767_s_at la disintegrin and metalloproteinase domain 15 (metargidin)

21 {U10550_at Source: Human Gem GTPase (gem) mRNA, complete cds.

22 D38521_at The ha0919 gene product is novel.

23 |J04823_rnal_at cytochrome ¢ oxidase subunit VIII

24 M21154_at S-adenosylmethionine decarboxylase 1

25 {X78565_at hexabrachion (tenascin C, cytotactin)

26 (D50405_at histone deacetylase 1

27 |X04366_at calpain, large polypeptide L1

18
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% 2~3 : LAY ABRZHESE (Sensitive Tumor) TRENEL L&Y A BHuE
J&J5 (Resistant Tumor) CHREREHVEET

&2
Gene Accession No. |Description .

1 |[UB4487_at small inducible cytokine subfamily D (Cys-X3-Cys), member 1
(fractalkine, neurotactin) . '

2 [M33600_f_at major histocompatibility compléx, class II, DR beta §

"13 '|J03474_at amyloid A precursor

4 |L24564_at Ras-related associated with diabetes

5 |J05428_at UDP glycosyltransferase 2 family, polypeptide B7 -

6 |[L03840_s_at fibroblast éromh factor receptor 4

7 |M35878_at insulin~like growth factor binding protein 3

8 |HG4318-HT4588_s_at

9 |XB87241_at FAT tumor suppressor (Drosophila) homolog

10 {M59807_at natural killer cell transcript 4

11 |HG2379-HT3996_s_at

12 [D16532_at very low density lipoprotein receptor

13 {U37546_s_at apoptosis inhibitor 1

14 1X72889_at Source: H. sapiens hbrm mRNA.

15 |U66838_at cyclin Al

16 ]223090_at heat .shock 27kD protein 1

17 JU16031_at - signal transducer and activator of transcription 6,

. interleukin-4 induced

18 |DB4110_at alternative splicing (ses also D84107-D84111)

19 |M55998_s_at )

20 |D28124_at neuroblastoma candidate region, suppression of tumorigenicity
1

21 [HG3548-HT3749_at

22 1X86809_at phosphoprotein enriched in astrocytes 15

23 M79462_at promyelocytic leukemia

24 {M59465_at’ tumor necrosis factor, alpha—induced protein 1 (endothelial)

25 {HG2379-HT3997_s_at .

26 |Z36715_at ELK3, ETS—-domain protein (SRF accessory protein 2) NOTE: Symbol
and name provisional.

27 [U41654_at putative GTP-binding protein, homolog of small GTPase family
members

28 [U72882_s_at Source: Human interferon—induced leucine zipper protein

' (IFP35) mRNA, partial cds.
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*F£3
29 (U72649_at rat PC3 and murine TIS21 genes homolog
30 JU47621 _at
31 {L22214_at adenosine Al receptor
32 |U68494 _at Source: Human hbc647 mRNA sequence.
33 1X69699_at paired box gene 8
34 1X63717_at tumor necrosis factor receptor superfamily, member 6
35 {004285_s_at
36 |L38969_at Source: Homo sapiens thrombospéndin 3 (THBS3) mRNA, complete

T cds.

- 137 |Y10032_at Source: H.sapiens mRNA for putative serine/threonine protein

kinase. i

38 JL48513_at paraoxonase 2
39 |U89942_at lysyl oxidase~like 2
40 |Z212173_at glucosamine (N—acetyl)-ﬁ-sulfatase (Sanfilippo disease IIID)
4] |U59423_at Sma and Mad homolog
42 (X68277_at dual specificity phosphatase 1
43 |U45878_s_at HIAP-1
44 (LO8187_at
45 1XT1874_cdsi_at  |proteasome (prosome,‘macropain) subunit, beta type, 10
46 [D50863_at testis—specific kinase 1
47 |X91911_s_at
48 {U65011_at encodes tumor antigen recognized by cytolytic T lymphocytes
49 1U20313_at. glutathions-S—-transferase like

pES b ORI AT sk

5 ﬁ%%@ﬁ%ﬁ;ofﬁanétzbyf7t%7~€m%ﬂwﬁﬁ\%nﬁ
EESEOREL 2V BLEETFIX. LR PUFTEFT—PHREROERZ LD
B, RO e 2 b F T T T —PRBERIANOBRED DV IZEE L

DRBENTRENDIEETFTHY .

REFOES TR~ —F— b UTRIATE 3R ENT.

10

BRIV —TFA L

EFIES1 - Xa alitNH,C (CHCH,) COOHTRENDTI/BTH

%o

20
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FXCOOHCH,CH (CHCHC,H,SH) OHOIVRX U NVEN1EH '
DTI/BTHBVa lDOT7IELFEEL, KBREFP4EZEROTI/BTHS
ValDHINEXILVELBEESL, SHER2BBEOTI VB THHCysDS
HELVALVT 4 FEELTWS,

AHEEIE., BARACTHEINWEE2003—-041790%2&MELTRY,
FNOORBIZEAFAHEZCLETEEEINDIHDOTH B,
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SR OFEH

1. EXAPUF7EFI—PHEROED TROBEL 20 BIBET2BEH
BEThoT, SR LY,

5 OEBHIRIZR LT, A Y EREBITBER N FT7EF 5 —YREROHIEE
PIREAR, UREFHRRIZOVWT, e R M TFTEFT—PHREANICH LT
BREEZAT HMEE (FREEHIR) LIEAMLE T 5 MM (EGEE
MH) LIASETBAIE. BIV
OLETEQTHE SN BZ BRI & ICIRFAREREIRO 2 hZhic

10 BNVT, ZDOEEFREFRXNEART, &b
(1) Bt mEmIE CRRAE BB CRRAMERET. 551
b
(i i) REZHEEEECHEIME BRAKIERRR CRRANE RET
PERTZTR

15 Zgieik

2. LR NUFTEFTEREHS, UTFOLER (1) :

[ )
[y L
HN CH, C
o/ Ng \C/O
a | \ ®
CH~CH S NH
/s \
CHS \ /CH2 /
HN H,C, CH—(y
CH / | “cu
C 7 (o} 3
7°\__ HC SN, O
o C—\_—-0 o
H, g

TRINDLEYWTHIDELRRZFOEREHFALEZETHS, HROME 1
20 ICREHEHOFE,
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3. EEMRSIIEE. B, SEBEERROLOTHS,. HROBHE 1
FiX 2 IR OFIE,

4. FEROHHE 1 ICRBMOFETHELNDRL L b 1 O0OBEFORRES,
5 e &H 1 MOBFMMRIZISO TR Z L 2HHMETH, LX M FTRF

7 —YHEAOTIEREHRE TR 3 Fk,

5. ERPUTFTEFIT—EHEHN, UTOhER (1) :

0 CH,
g H &
CH/ \N
A\ N7
HN CH, C
(o}
| | \ o
CH—CH NH
V4
C}lg \ /CHZ /
HN H,C CH-_
\ /" ~
H c | “cn,
7°\__ HC N, CH,
g
2 H

10 TRENHILEMTHAINELRTOEE LR LEBAETHA. BHROHE4
IR D Fik,

6. DKL b 1ODBETFH, BREMITHREANE  EHAMEE R THRE
BPEVEEBTFTHD., BROMH4 T35 KB FE,

15
7. 2R ED 1 ODOBEBEFR, BRI CRENME  IERMEEERTRE
BBEVWEREFTHS, BROAH4 72135 IKRHROFE,

8. WREDHH 1 CHEBOFETHONEDRL L b 1 OOBSHMBRCRE
20 @ EFEEEHR TRABMBEVERERET. BIUDRL L 1 o0BES MMk
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TREME BASESHR TRRIBVBREFOREAREE, PR LB 1ED
BEFHRIZBOTRRD I L2 BBL TR, LR 77T 7 —PHEROR
RN R E FRT 5 HE,

5 9. MEEMBASRISIEE. E. ¥ BRSO b OThH . HROMHE 4
~ 8 DWWTNNTEBEH D F B,
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SEQUENCE LISTING
<110> FUJISAWA PHARMACEUTICAL C0., LTD.
<120> Prediction—method for anti—tumor effect of histone deacetylase
inhibitor
<130> 09608
<150> JP 2003-041790
<151> 2003-02-19
<160> 1
<170> PatentIn version 3.1
<210> 1
211> 4
<212> PRT
<213> Chromobacterium sp.
<220
<221> SITE
<222> (3)
<223> Xaa is an amino acid represented by the formula NH,C(CHCH,) COOH.
<221> SITE
<222> (1), (2), (4)
<223> In the formula COOHCH,CH (CHCHC,H,SH) OH, the carboxylic group is bonded
with the amino group of the first amino acid Val, the hydroxyl group is bonded
with the carboxylic group of the fourth amino acid Val, and the SH group is
bonded with the SH group of the second amino acid Cys via a disulfide bond.
<400> 1
Val Cys Xaa Val 4
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